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TI The role of collagen conformation in type II anticollagen 

immunity in rheumatoid arthritis. 
AU Boissier M.C.; Chiocchia G. ; Fournier C. 
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AB Type II anticollagen (CII) autoimmunity is a frequently reported, but 

non-specific, phenomenon in rheumatoid arthritis (RA) . The authors show 
that in 88 sera samples from patients suffering from RA, the incidence of 
antibodies targeted against endogenous human CII was the same as 
that found for 149 control blood donors (14.8% versus 11.4%). However, a 
significant difference was found for the incidence of antibodies 
targeted against the a-chains of CII (26.1% versus 6.0%, p < 0.001). 
As a result of investigating the specificity of the anti-CII 
antibodies in greater detail by means of an immunoprinting of the 
CII peptide fragments obtained after splitting the molecule by 
cyanogen bromide, the authors have demonstrated that the largest CII 
peptides (CBIO and CBll) were better recognized than the 
smaller peptides (CB8, CB9.7), with no significant difference 
between PR and control plasmas. Using competitive methods, evidence was 
obtained in support of heterogeneous recognition by the anti-CII 
antibodies: some recognize conformational determinants only, 
whereas others are targeted against the primary sequences of the a-1 
(II) chain. 
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AB To determine the number and location of antibody binding 

epitopes on type II collagen, outbred and inbred rats were 

immunized with chick, bovine, human, and rat type II collagen 

(CII, BII, HII, and RII) ; all sera were assayed for reaction with a panel 

of CB peptides purified and renatured from the immunizing 

collagen and from RI . Antibody reaction patterns 

(profiles) varied among individual outbred rats but were essentially 
constant over time and changed little after boosting. The strongest 
antibody reactions were to CBll, CB9-7, and CB12 followed by CBS, 
CBIO, and CB6. Antibody profiles varied depending on 
the species of collagen used for immunization and the strain of 
rat immunized. Except for CBIO, where antibodies were 
largely specific for heterologous collagens, antibodies 
reactive with all other CB peptides cross-reacted strongly with 
renatured rat CB peptides. Sera from inbred BB rats immunized 
with BII, CII, or HII reacted best with CBll, unlike antisera to RII that 
reacted strongly with CB9-7. Inbred LEW, COP, WKY, F344, and BUF rats 
immunized with BII reacted strongest with CB9-7 and variably with CBll and 
CB 12. BBxLEW Fl hybrid rats reacted almost equally with CBll and CB9-7 
producing an antibody profile intermediate to those elicited in 
the parent strains. Finally, antibodies reactive with rat CBll, 
CB9-7, and CB12 could be eluted from normal rat cartilage incubated in 
anti-BII serum; antibody eluate profiles generally paralleled 
the profile produced by the sera applied to cartilage. Taken together, 
these findings indicate that multiple antibody- reactive epitopes 
on type II collagen may be instrumental in the initiation of 
collagen-induced arthritis in rats, particularly shared or 
cross-reactive epitopes located within CBll, CB9-7, CB12, and CB6. 
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